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COMPOUND-ANALYZING METHOD,
COMPOUND ANALYZER AND COMPUTER
READABLE MEDIUM RECORDING A
COMPOUND-ANALYZING PROGRAM

TECHNICAL FIELD

The present invention relates to a compound-analyzing
method, a compound analyzer, and a computer-readable
medium recording a compound-analyzing program for esti-
mating the structure of a specific compound by a gas chro-
matograph mass spectrometer using a mass spectrometer
capable of an MS/MS measurement, or by a system with
which a result similar to an MS/MS measurement by the
aforementioned type of gas chromatograph mass spectrom-
eter can be obtained, such as a liquid chromatograph mass
spectrometer capable of an MS/MS measurement and an
in-source collision-induced dissociation (CID) or a liquid
chromatograph ion-trap mass spectrometer capable of an
MS” measurement.

BACKGROUND ART

The spread of illicit drugs, such as narcotics and stimu-
lants, has been a global problem. In many countries including
Japan, illicit drugs having effects similar to stimulants or
cannabis (such drugs are generally called “dangerous drugs”
in Japan) are regulated individually (i.e. for each compound).
In recent years, a wide variety of analogue compounds pro-
duced by partially altering the backbone chemical structures
of existing drugs or by replacing their functional groups with
different ones have been circulating one after another, making
it difficult to regulate every individual compound. To deal
with such a situation, a so-called comprehensive regulation,
which is aimed at regulating compounds by their main skel-
etons rather than regulating individual illicit drugs, has been
put into effect in some countries and regions, such as Japan,
the UK and some of the states in the United States.

In general, identification of such illicit drugs or poisons has
been performed using a gas chromatograph mass spectrom-
eter (GC-MS) or liquid chromatograph mass spectrometer
(LC-MS). Specifically, this is normally achieved as follows:
A mass spectrum obtained by a measurement of a target
sample using a GC-MS or LC-MS is compared with mass
spectra obtained by measurements of known kinds of stan-
dard samples or mass spectra contained in a commonly avail-
able database, so as to search for a compound having a spec-
trum pattern identical or similar to that of the obtained mass
spectrum and thereby identify the compound detected in the
target sample (for example, see Non Patent Literature 1).

However, in many cases, it is difficult to obtain a standard
sample for a newly circulated illicit drug produced by the
aforementioned partial alteration of a chemical structure. Fur-
thermore, mass spectra corresponding to such drugs are not
contained in any existing databases, while at the same time it
is not easy to create a database which completely contains
mass spectra of a large number of compounds subject to the
comprehensive regulation. Therefore, it is considerably dif-
ficult to identify all the illicit drugs subject to the comprehen-
sive regulation or estimate their structures, by the aforemen-
tioned conventional method which uses a GC-MS or LC-MS.

For example, the comprehensive schedule prepared under
the Pharmaceutical Affairs Act in Japan (see Non Patent Lit-
erature 2) contains a list of compounds which have the main
skeleton consisting of 2-amino-1-phenyl-propane-1-one
(commonly called “cathinone™) as being subject to the com-
prehensive regulation. The list shows 495 kinds of cathinone-
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2

based compounds which differ from each other in the kinds of
functional groups bonded to three sites on this main skeleton.
FIG. 3 shows the chemical structure of cathinone-based com-
pounds. As will be detailed later, R1 is either hydrogen (H) or
one of six kinds of substituent groups, thus providing seven
choices. R2 is either occupied by one of two kinds of sub-
stituent groups or unoccupied by any substituent group, thus
providing three choices. R3 is either occupied by one of eight
kinds of substituent groups (with a total of 23 patterns having
different bonding sites) or unoccupied by any substituent
group, thus providing 24 choices.

For such a large number of cathinone-based compounds,
the conventional method of identifying compounds by the
pattern matching of mass spectra cannot be used to identify
the compounds or estimate their structures unless those com-
pounds are individually registered in a database.

In GC-MS, an electron ionization (EI) method is widely
used as the ionization method. However, when the EI method
is used for a cathinone-based compound, there will be almost
no molecular ion detectable on the obtained mass spectrum.
The amount of fragment information will also be small, since
the thereby detected fragment ions are only the ions produced
by a-fragmentation of amine. Therefore, even if the target
compound to be identified is registered in a database, it is
difficult to accurately distinguish this target compound from
phenethylamine-based compounds, whose mass-spectrum
patterns are similar to those of the cathinone-based com-
pounds. Such a high degree of similarity to the phenethy-
lamine-based compounds makes it even more difficult to
identify the cathinone-based compounds.

To deal with such a problem, an attempt of structural esti-
mation has been made in which the result of an analysis using
a GC-MS is combined with high-precision mass information
obtained using a nuclear magnetic resonance (NMR) appara-
tus, liquid chromatograph time-of-flight mass spectrometer
(LC-TOFMS) or similar device. However, this method
requires preparing a plurality of devices, each of which is
expensive. Furthermore, a highly experienced operator is
needed to conduct measurements and analyze data.

CITATION LIST
Non Patent Literature

Non Patent Literature 1: Hitoshi Tsuchihashi, ““GC/MS-hou
Yakudokubutsu Deetabeesu” Wo Riyou-shita Kessei-chuu
Kouseishin-yaku No Jidou Doutei To Han-teiryou Bunseki
(Automated Identification and Semi-Quantitative Analysis
of Serum Psychotropic Drug Using ‘Drugs and Poisons
Database for GC/MS Method’)”, a document published in
SHIMADZU GC/MS Technical Report No. 6 on Shimadzu
Corporation’s website.

Non Patent Literature 2: “Yakuji-hou Dai 2 Jou Dai 14 Kou Ni
Kitei-suru shitei Yakubutsu Oyobi Dou-hou Dai 76 Jou No
4 Ni Kitei-suru Iryou-tou No Youto Wo Sadameru Shourei
No Ichibu Kaisei Ni Tsuite (Sikou Tsuuchi) (Partial
Amendment to Ministry Ordinance Specifying the Sched-
uled Drugs under Article 2(14) of the Pharmaceutical
Affairs Act as well as the Medical and Other Uses under
Article 76-4 of the Same Act (Notice of Enforcement))”, a
document published on the website of the Ministry of
Health, Labor and Welfare.

SUMMARY OF INVENTION
Technical Problem

The present invention has been developed to solve the
previously described problem. Its objective is to provide a
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compound-analyzing method, a compound analyzer and a
computer-readable medium recording a compound-analyz-
ing program by which a cathinone-based compound which
has no standard sample or has its mass spectra or similar
information contained in no database can be assuredly
detected and its chemical structure can be estimated with high
accuracy, using apparatuses which are easy to obtain and
comparatively inexpensive.

Solution to Problem

The present invention aimed at solving the previously
described problem provides a compound-analyzing method
for detecting a cathinone-based compound having cathinone
as a basic skeleton and for estimating the structure of the
cathinone-based compound, using a chromatograph mass
spectrometer capable of an MS/MS measurement, the com-
pound-analyzing method including:

a) a measurement execution step, in which a sample which
contains or possibly contains a compound which is an analy-
sis target is separated into components by a chromatograph
and two or three kinds of MS/MS measurements are repeat-
edly performed on the sample, the two or three kinds of
measurements including:

al) one or both of the following two kinds of measure-

ments: an MRM measurement, in which a benzoyl part
produced by a-fragmentation during an ionization pro-
cess is selected as a precursor ion, a benzene part pro-
duced by dissociation of a carbonyl group from the
benzoyl part is selected as a product ion, and a plurality
of MRM transitions corresponding to possible values of
the mass of a third functional group bonded to a benzene
ring are specified as measurement conditions; and a
second product-ion scan measurement performed for a
benzoyl part produced by a-fragmentation during an
ionization process, in which each of a plurality of kinds
of benzoyl parts corresponding to the possible mass
values of the third functional group is selected as a
precursor ion; and

a2) a first product-ion scan measurement performed for an

amine part produced by a.-cleavage during an ionization
process, in which each of a plurality of kinds of amine
parts corresponding to possible values of the total mass
of a first functional group and a second functional group
respectively bonded to different sites on the amine part is
selected as a precursor ion;

b) a compound presence checking step, in which the pres-
ence of a cathinone-based compound is judged by determin-
ing whether or not a common peak exists at the same retention
time on chromatograms respectively corresponding to the
two or three kinds of measurements, the chromatograms
being created based on data respectively obtained by the
MRM measurement and/or the second product-ion scan mea-
surement as well as the first product-ion scan measurement;
and

¢) a structure estimation step, in which the kind of the third
functional group is estimated based on the data obtained by
the MRM measurement and/or the second product-ion scan
measurement, the kinds of the first functional group and the
second functional group are estimated based on the data
obtained by the first product-ion scan measurement, and the
results of these estimations are combined to estimate the
structure of a cathinone-based compound whose presence is
confirmed in the compound presence checking step.

The present invention aimed at solving the previously
described problem also provides a compound analyzer for
realizing the previously described compound-analyzing
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method according to the present invention. The compound
analyzer includes a chromatograph mass spectrometer
capable of an MS/MS measurement and is configured to
detect a cathinone-based compound having cathinone as a
basic skeleton and to estimate the structure of the cathinone-
based compound, the compound analyzer further including:
a) an analysis controller for making the chromatograph
mass spectrometer operate so as to separate a sample which
contains or possibly contains a compound which is an analy-
sis target into compounds by a chromatograph and to repeat-
edly perform two or three kinds of MS/MS measurements on
the sample, the two or three kinds of MS/MS measurements
including:
al) one or both of the following two kinds of measure-
ments: an MRM measurement, in which a benzoyl part
produced by a-cleavage during an ionization process is
selected as a precursor ion, a benzene part produced by
dissociation of a carbonyl group from the benzoyl part is
selected as a product ion, and a plurality of MRM tran-
sitions corresponding to possible values of the mass of a
third functional group bonded to a benzene ring are
specified as measurement conditions; and a second
product-ion scan measurement performed for a benzoyl
part produced by a.-cleavage during an ionization pro-
cess, in which each of a plurality of kinds of benzoyl
parts corresponding to the possible mass values of the
third functional group is selected as a precursor ion; and

a2) a first product-ion scan measurement performed for an
amine part produced by a.-cleavage during an ionization
process, in which each of a plurality of kinds of amine
parts corresponding to possible values of the total mass
of a first functional group and a second functional group
respectively bonded to different sites on the amine part is
selected as a precursor ion;

b) a compound presence checker for collecting data respec-
tively obtained by the MRM measurement and/or the second
product-ion scan measurement as well as the first product-ion
scan measurement, for creating chromatograms correspond-
ing to the two or three kinds of MS/MS measurements based
on the data, and for judging the presence of a cathinone-based
compound by determining whether or not a common peak
exists at the same retention time on the chromatograms; and

¢) a structure estimator for estimating the kind of the third
functional group based on the data obtained by the MRM
measurement and/or the second product-ion scan measure-
ment, for estimating the kinds of' the first functional group and
the second functional group based on the data obtained by the
first product-ion scan measurement, and for combining the
results of these estimations to estimate the structure of a
cathinone-based compound whose presence is confirmed by
the compound presence checker.

The present invention aimed at solving the previously
described problem also provides a computer-readable
medium recording a computer program for realizing the pre-
viously-described compound-analyzing method according to
the present invention, the compound-analyzing program
being configured to be executed on a computer so as to control
an operation of a chromatograph mass spectrometer capable
of'an MS/MS measurement as well as to collect and process
data obtained by the chromatograph mass spectrometer in
order to detect a cathinone-based compound having cathi-
none as a basic skeleton and estimate the structure of the
cathinone-based compound, the compound-analyzing pro-
gram including:

a) an analysis control functional part for making the chro-
matograph mass spectrometer operate so as to separate a
sample which contains or possibly contains a compound
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which is an analysis target into compounds by a chromato-
graph and to repeatedly perform two or three kinds of MS/MS
measurements on the sample, the two or three kinds of
MS/MS measurements including:
al) one or both of the following two kinds of measure-
ments: an MRM measurement, in which a benzoyl part
produced by a-cleavage during an ionization process is
selected as a precursor ion, a benzene part produced by
dissociation of a carbonyl group from the benzoyl part is
selected as a product ion, and a plurality of MRM tran-
sitions corresponding to possible values of the mass of a
third functional group bonded to a benzene ring are
specified as measurement conditions; and a second
product-ion scan measurement performed for a benzoyl
part produced by a.-cleavage during an ionization pro-
cess, in which each of a plurality of kinds of benzoyl
parts corresponding to the possible mass values of the
third functional group is selected as a precursor ion; and
a2) a first product-ion scan measurement performed for an
amine part produced by a.-cleavage during an ionization
process, in which each of a plurality of kinds of amine
parts corresponding to possible values of the total mass
of a first functional group and a second functional group
respectively bonded to different sites on the amine part is
selected as a precursor ion;

b) a compound presence checking functional part for cre-
ating chromatograms corresponding to the two or three kinds
of MS/MS measurements based on data respectively obtained
by the MRM measurement and/or the second product-ion
scan measurement as well as the first product-ion scan mea-
surement, and for judging the presence of a cathinone-based
compound by determining whether or not a common peak
exists at the same retention time on the chromatograms; and

¢) a structure estimation functional part for estimating the
kind of the third functional group based on the data obtained
by the MRM measurement and/or the second product-ion
scan measurement, for estimating the kinds of the first func-
tional group and the second functional group based on the
data obtained by the first product-ion scan measurement, and
for combining the results of these estimations to estimate the
structure of a cathinone-based compound whose presence is
confirmed by a process performed by the compound presence
checking functional part.

In the compound-analyzing method, the compound ana-
lyzer and the computer-readable medium recording a com-
pound-analyzing program according to the present invention,
the chromatograph mass spectrometer does not only need to
be capable of an MS/MS measurement but also needs to cause
a-cleavage during the ionization process. Typical examples
of such a system include: a GC-MS/MS including a gas
chromatograph coupled with a tandem quadrupole mass
spectrometer (also called a triple quadrupole mass spectrom-
eter) having an EI ion source; a GC-TOF/MS capable an
MS/MS measurement similar to the GC-MS/MS; an LC-MS/
MS capable of causing a-cleavage by in-source collision-
induced dissociation; and an ion-trap LC-MS/MS capable of
an MS” measurement.

In the compound-analyzing method, the compound ana-
lyzer and the computer-readable medium recording a com-
pound-analyzing program according to the present invention,
it is possible to comprehensively detect cathinone-based
compounds listed in Non Patent Literature 2 by providing, as
the choices of'the first through third functional groups, at least
the functional groups (substituent groups) disclosed in the
same literature.

Specifically, the third functional group has at least nine
choices: one of the eight substituents (methyl group, ethyl
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group, methoxy group, methylenedioxy group, fluorine atom,
chlorine atom, bromine atom and iodine atom) or no func-
tional group bonded (i.e. a hydrogen atom is bonded). The
second functional group has at least three choices: one of the
two substituents (methyl group and ethyl group) or no func-
tional group bonded (i.e. a hydrogen atom is bonded). The
first functional group has seven choices: one of the six sub-
stituents (methylamino group, ethylamino group, dimethy-
lamino group, diethylamino group, methyl-ethyl-amino
group and 1-pyrrolidinyl group) or no functional group
bonded (i.e. an amino group is bonded).

In the compound-analyzing method according to the
present invention, when a compound in a sample introduced
in the mass spectrometer is ionized, a molecular ion is frag-
mented into ions, which are selected as precursor ions for
MS/MS measurements. Specifically, when a cathinone-based
compound having cathinone (i.e. 2-amino-1-phenyl-pro-
pane-1-one) as its basic skeleton is ionized by an EI method,
a-cleavage occurs during the ionization, whereby the com-
pound is split into a benzoyl part (which includes carbonyl
group and benzene ring) and an amine part, and the two parts
are individually ionized.

The benzoyl part thus produced contains only the third
functional group. Therefore, when an MRM (multiple reac-
tion monitoring) measurement in which the benzoyl part
which contains the third functional group is selected as the
precursor ion and a benzene part which also contains the third
functional group is selected as the product ion is performed
under various measurement conditions in which a plurality of
MRM transitions corresponding to possible values of the
mass of the third functional group are specified, an ion
derived from the original compound is detected under a spe-
cific MRM transition corresponding to the kind of the third
functional group contained in both the benzoyl part and the
benzene part, while no ion is detected under the other MRM
transitions. Therefore, for example, it is possible to estimate
the kind of the third functional group by creating a mass
chromatogram for each MRM transition and determining
which chromatogram has a peak. By the present method,
compounds having phenethylamine skeletons will not be
detected under any of those MRM transitions. Therefore, it is
possible to distinguish between cathinone-based compounds
and phenethylamine-based compounds. Such a distinction is
difficult to make if conventional methods are used.

On the other hand, in the second product-ion scan mea-
surement, ions derived from the benzoyl parts which respec-
tively contain the nine kinds of functional groups having
different mass-to-charge ratios are individually selected as a
precursor ion for the product-ion scan measurement. When a
mass spectrum (product-ion spectrum) is created for each
precursor ion, a different mass spectrum pattern appears
depending on the kind of functional group. From this pattern,
the kind of the third functional group can be estimated. Some
functional groups produces positional isomers which have
the same functional group bonded at different sites and hence
show distinctly unique mass-spectrum patterns. In such a
case, not only the kind of'the third functional group but also its
bonding site can be estimated.

Both the MRM measurement and the second product-ion
scan measurement are used for estimating the kinds of the
third functional group. Therefore, theoretically, performing
only one of the two measurements should be sufficient to
achieve the goal. However, in the product-ion scan measure-
ment for the benzoyl part, the detection sensitivity of the
product ion is not usually very high. Therefore, if the amount
of'the target compound is extremely small, it may be difficult
to determine the mass-spectrum pattern. Meanwhile, if the
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MRM measurement, which is capable of detecting ions with
comparatively high sensitivity, is solely performed, posi-
tional isomers cannot be identified, although the kind of the
third functional group can be estimated. Accordingly, it is
preferable to perform both the MRM measurement and the
second product-ion scan measurement and combine the
thereby obtained results.

The amine part, which is the other part produced by the
a-cleavage, contains two functional groups. Within the scope
of the description of Non Patent Literature 2, there are seven
choices for the first functional group and three choices for the
second functional group, thus making a total of 21 different
combinations. However, if the sum of the mass-to-charge
ratios of the two functional groups is considered, the number
of choices is reduced to ten. Accordingly, in the first product-
ion scan measurement, ions derived from amine parts which
respectively contain the ten combinations of functional
groups which differ from each other in the sum of the mass-
to-charge ratios of the two functional groups are individually
selected as a precursor ion for the product-ion scan measure-
ment. When a mass spectrum (product-ion spectrum) is cre-
ated for each precursor ion, a different mass-spectrum pattern
appears depending on the kinds of functional groups. From
this pattern, the kinds of the first and second functional groups
can be estimated.

In the measurement execution step of the compound-ana-
lyzing method according to the present invention which is
realized by the compound analyzer according to the present
invention, two or three kinds of MS/MS measurements which
have been previously determined in the previously described
way are performed on a sample containing a compound which
has been separated, for example, by a chromatograph. As
noted earlier, it is preferable to perform the three kinds of
MS/MS measurements. If a cathinone-based target com-
pound is contained in the sample, a peak appears at the same
retention time in three kinds of mass chromatograms, i.e. a
mass chromatogram obtained corresponding to one MRM
transition in the MRM measurement, a total ion chromato-
gram obtained corresponding to one precursor ion in the
second product-ion scan measurement, and a total ion chro-
matogram obtained corresponding to one precursor ion in the
first product-ion scan measurement. Accordingly, in the com-
pound presence checking step, it is determined whether or not
apeak exists at the same retention time on the aforementioned
plurality of chromatograms. If such a peak is detected, it is
determined that a cathinone-based compound is most likely
to exist. Conversely, if there is no peak appearing at the same
retention time, it means that at least one of the functional
groups is absent, so that it is determined that the detected
compound is not a cathinone-based compound.

When the detected compound is judged to be a probable
cathinone-based compound, the structure estimation step is
performed, in which the kind of the third functional group is
estimated based on which of the MRM transitions in the
MRM measurement has produced the detected peak and/or
based on the peak pattern of the mass spectrum obtained by
the second product-ion scan measurement. Furthermore, the
kinds of the first and second functional groups are estimated
based on the peak pattern of the mass spectrum obtained by
the first product-scan measurement. By combining the results
of these estimations, the chemical structure of the cathinone-
based compound whose presence has been confirmed is esti-
mated.

With the compound-analyzing method according to the
present invention, it is possible to comprehensively detect a
large number of cathinone-based compounds having different
combinations of the three kinds of functional groups and
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estimate the structure of those compounds. Meanwhile, for
some kinds of cathinone-based compounds, mass spectra
have already been contained in existing compound databases.
For such compounds, a database search may provide highly
reliable results. In such a case, using the result of database
search should be more advantageous for efficient analysis.
Using a database search also enables an identification and/or
structural analysis of a compound other than the cathinone-
based compounds.

Accordingly, in one preferable mode of the compound-
analyzing method according to the present invention:

the measurement execution step includes repeatedly per-
forming a normal scan measurement which is a non-MS/MS
measurement on ions derived from the sample along with the
two or three kinds of MS/MS measurements;

a database-using compound identification step is addition-
ally provided, in which a compound is identified by
comparing a mass spectrum created based on data
obtained by the normal scan measurement with a com-
pound database; and

the structure estimation in the structure estimation step is
performed on a compound which remains unidentified
after the database-using compound identification step.

For example, when a tandem quadrupole mass spectrom-
eter is used, the “normal scan measurement which is a non-
MS/MS measurement” is a scan measurement in which a
mass scan is performed by either the front-stage or rear-stage
quadrupole mass filter without introducing a collision-in-
duced dissociation gas into the collision cell.

By the aforementioned preferable mode of the compound-
analyzing method, at least some of the compounds registered
in the compound database can be identified by the database
search based on mass spectra, so that the identification and/or
structural estimation of cathinone-based compounds can be
efficiently performed. Compounds which are not cathinone-
based compounds can also be identified if they are registered
in the database.

Advantageous Effects of the Invention

With the compound-analyzing method, the compound ana-
lyzer and the computer-readable medium recording a com-
pound-analyzing program according to the present invention,
it is possible to comprehensively detect cathinone-based
compounds subject to a comprehensive regulation and esti-
mate their chemical structures using comparatively inexpen-
sive apparatuses, such as a gas chromatograph-tandem qua-
drupole mass spectrometer, even if there are no standard
samples available and there is no existing database prepared
for the comparison of mass spectra or other information.
Apparatuses used for the compound-analyzing method
according to the present invention can be easily obtained.
Furthermore, those apparatuses are conveniently designed to
help users easily perform various settings and operations for
the measurement. Therefore, an accurate analysis can be per-
formed by not only researchers in limited areas but also by a
wide range of users in various organizations, institutions, etc.

BRIEF DESCRIPTION OF DRAWINGS

FIG. 1 is a schematic configuration diagram of one
embodiment of the compound analyzer for carrying out the
compound-analyzing method according to the present inven-
tion.

FIG. 2 is a flowchart showing the process steps of estimat-
ing the structure of a cathinone-based compound in the com-
pound analyzer of the present embodiment.
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FIG. 3 shows the chemical structure of a cathinone-based
compound which is the target of the structural estimation.

FIG. 4 illustrates fragments to be detected by the MRM
measurement.

FIG. 5 shows the correspondence relationship between the
MRM transition in the MRM measurement and the kind of
functional group R3 which is the target of estimation.

FIGS. 6A-6C show examples of cathinone-based com-
pounds respectively detected for various MRM transitions as
well as actually measured mass chromatograms.

FIGS. 7A-7C show examples of cathinone-based com-
pounds respectively detected for various MRM transitions as
well as actually measured mass chromatograms.

FIG. 8 shows examples of a cathinone-based compound
and a phenethylamine-based compound as well as actually
measured mass chromatograms.

FIG. 9 illustrates a fragment to be detected by the first
product-ion scan measurement.

FIG. 10 shows the correspondence relationship between
the mass-to-charge ratio of the precursor ion selected in the
first product-ion scan measurement and the functional groups
R1 and R2 which are the target of estimation.

FIGS. 11A-11C show examples of cathinone-based com-
pounds respectively detected for various mass-to-charge
ratios of the precursor ion in the first product-ion measure-
ment as well as actually measured mass spectra.

FIGS. 12A and 12B show examples of cathinone-based
compounds respectively detected for various mass-to-charge
ratios of the precursor ion in the first product-ion measure-
ment as well as actually measured mass spectra.

FIGS. 13A-13C show examples of cathinone-based com-
pounds respectively detected for various mass-to-charge
ratios of the precursor ion in the first product-ion measure-
ment as well as actually measured mass spectra.

FIG. 14 illustrates a fragment to be detected by the second
product-ion scan measurement.

FIG. 15 shows the correspondence relationship between
the mass-to-charge ratio of the precursor ion selected in the
second product-ion scan measurement and the kind of func-
tional group R3 which is the target of estimation.

FIGS. 16 A-16C show examples of cathinone-based com-
pounds respectively detected for various mass-to-charge
ratios of the precursor ion in the second product-ion measure-
ment as well as actually measured mass spectra.

FIG. 17 shows examples of cathinone-based compounds
detected for one mass-to-charge ratio of the precursor ion in
the second product-ion measurement as well as actually mea-
sured mass spectra.

FIGS. 18A and 18B show examples of cathinone-based
compounds respectively detected for various mass-to-charge
ratios of the precursor ion in the second product-ion measure-
ment as well as actually measured mass spectra.

DESCRIPTION OF EMBODIMENTS

One embodiment of the compound analyzer for carrying
outthe compound-analyzing method according to the present
invention is hereinafter described with reference to the
attached drawings. FIG. 1 is a schematic configuration dia-
gram of the compound analyzer according to the present
embodiment.

As shown in FIG. 1, the present compound analyzer is a
GC-MS/MS system including a GC unit 1 and an MS/MS unit
2. The GC unit 1 has a sample vaporization chamber 10 for
vaporizing a trace amount of liquid sample, a column 12 for
separating the components of the sample in the temporal
direction, and a column oven 11 for controlling the tempera-
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ture of the column 12. The MS/MS unit 2 has an analyzing
chamber 20 evacuated by a vacuum pump (which is not
shown). This chamber 20 contains an ion source 21 for ion-
izing a sample which is the measurement target by an electron
ionization (EI) method, a front-stage quadrupole mass filter
22 and a rear-stage quadrupole mass filter 25 each of which
consists of four rod electrodes, a collusion cell 23 in which a
multi-pole ion guide 24 is contained, and a detector 26 for
detecting ions and producing detection signals corresponding
to the amount of ions. An interface unit 3, which performs a
temperature control for smoothly introducing a sample gas
which contains components eluted from the column 12 into
the ion source 21, is provided between the GC unit 1 and the
MS/MS unit 2.

An analysis controller 33 has the function of controlling
the operation of each of the GC unit 1 and the MS/MS unit 2
under the command of a central controller 34. The central
controller 34, which has an input unit 36 and a display unit 37
connected, is responsible for providing a user interface
through these units and for conducting a general control of the
entire system. The central controller 34 includes a storage
device, in which a control program 35 for the structural esti-
mation of specific compounds is stored. This program per-
forms a characteristic control for comprehensive detection
and structural estimation of specific compounds. According
to this program 35, the CPU and other elements control each
section of the system through the analysis controller 33 so as
to execute measurements and data processing necessary for
comprehensively detecting specific compounds, such as
cathinone-based compounds. During this process, the detec-
tion signals (ion intensity signals) produced by the detector
26 are sent to the data processor 30, which includes a data
processor 31 for the structural estimation of specific com-
pounds. This data processor 31 performs data processing
using the information stored in a compound database 32, so as
to comprehensively detect specific compounds contained in
the sample as well as to estimate their structures.

The central controller 34 and the data processor 30 can be
embodied by using a personal computer as hardware and
executing a dedicated controlling and processing software
program installed in that computer. This controlling and pro-
cessing software program corresponds to the component-
analyzing program to be recorded in a computer-readable
medium according to the present invention. In this case, a
keyboard and a pointing device (e.g. mouse) serve as the input
unit 36, and a display monitor serves as the display unit 37.

The basic measurement operation in the compound ana-
lyzer of the present embodiment is hereinafter schematically
described.

When a trace amount of sample solution is dropped into the
sample vaporization chamber 10, the sample solution quickly
turns into vapor. The various compounds contained in the
vaporized sample are carried into the column 12 by a carrier
gas (e.g. helium). The column 12 is heated by the column
oven 11, whose temperature is increased according to a preset
temperature profile. While passing through this column 12,
the compounds in the sample are respectively delayed by
different amounts of time before reaching the exit of the
column 12. The sample gas exiting from the column 12 is
introduced through the interface unit 3 into the ion source 21.
The ion source 21 has a filament for generating thermions.
Each compound in the sample gas comes in contact with the
thermions and turns into ions. In this process, one or more
bonds of the ion derived from the compounds is cut (i.e. a
fragmentation occurs), whereby various kinds of fragment
ions are produced from one compound.
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Under the control of the analysis controller 33, voltages
which allow an ion having a specific mass-to-charge ratio to
pass through are applied to the rod electrodes of the front-
stage quadrupole mass filter 22 as well as those of the rear-
stage quadrupole mass filter 25. Accordingly, only an ion
having a specific mass-to-charge ratio among the various ions
derived from the compounds passes through the front-stage
quadrupole mass filter 22, to be introduced into the collision
cell 23. The collision cell 23 is filled with an externally
supplied collision-induced dissociation (CID) gas. The ion
introduced into the collision cell 23 comes in contact with this
gas and becomes dissociated.

The various kinds of product ions produced by this disso-
ciation are introduced into the rear-stage quadrupole mass
filter 25 while being focused by the ion guide 24. A product
ion having a specific mass-to-charge ratio passes through the
rear-stage quadrupole mass filter 25 and reaches the detector
26. The detection signal produced by the detector 26 is sent to
the data processor 30. The data processor 30 creates mass
spectra, mass chromatograms and other forms of information.
It also performs other processes, such as the compound struc-
ture estimation process which will be described later.

Similar to commonly used GC-MS/MS systems, the sys-
tem of the present embodiment is provided with the MRM
measurement, product-ion scan measurement, precursor-ion
scan measurement and neutral-loss scan measurement as the
MS/MS measurement modes in the MS/MS unit 2. Normal
measurements which do not include dissociation of ions
within the collision cell 23 are also provided, such as a Q1
scan measurement, Q3 scan measurement, Q1-SIM measure-
ment and Q3-SIM measurement. In the comprehensive com-
pound structure estimation process which will be hereinafter
described, the MRM measurement and the product-ion scan
measurement are employed as MS/MS measurements, while
the Q3 scan measurement is employed as a normal mass
spectrometric measurement.

The process of comprehensively detecting cathinone-
based compounds and estimating their structures by the com-
pound analyzer of the present embodiment is hereinafter
described in detail. FIG. 2 is a flowchart showing the steps of
this process.

As already noted, cathinone-based compounds having
2-amino-1-phenyl-propane-1-one (i.e. cathinone) as their
basic skeleton generally have a chemical structure as shown
in FIG. 3. In this basic skeleton, an amino group including a
functional group R1 can be bonded to the second carbon
position, a functional group R2 can be bonded to the third
carbon position, and a functional group R3 can be bonded to
the benzene ring. The Notice of Enforcement in Non Patent
Literature 2 shows the kinds of functional groups R1, R2 and
R3 that can be found in the compounds categorized as the
scheduled drugs. Accordingly, to comprehensively detect
those cathinone-based compounds and estimate their struc-
tures so as to identify the compounds, it is necessary to
determine the kinds of three functional groups R1,R2 and R3.

As is commonly known, when a cathinone-based com-
pound is ionized by an EI method, a-cleavage occurs,
whereby the bond between the first and second carbons of the
basic skeleton is cut. By this a-cleavage, the compound is
divided into two parts: the benzoyl part and the amine part.
The benzoyl part contains only one functional group, R3,
among the three functional groups R1, R2 and R3, while the
amine part contains the other two functional groups, R2 and
R3. Based on this fact, in the compound analyzer of the
present embodiment, the kinds of three functional groups are
determined by performing MS/MS measurements in which
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ions that can be produced by a-cleavage are selected as pre-
cursor ions. Specifically, the following three kinds of MS/MS
measurements are performed.

(1) First MS/MS Measurement: MRM Measurement

As shown in FIG. 4, the benzoyl part produced by a-cleav-
age in the ionization process contains only the functional
group R3. When a collision-induced dissociation is per-
formed with the benzoyl part as the target, a benzene part
from which the carbonyl group is dissociated with the func-
tional group R3 left behind is observed. In this case, both the
benzoyl part and the benzene part include the functional
group R3, and the mass-to-charge ratios of both the benzoyl
part and the benzene part change depending on the kind of
functional group R3. Accordingly, as the first MS/MS mea-
surement, an MRM measurement is performed with the ben-
7oyl part selected as the precursor ion and the benzene part
selected as the product ion while the MRM transition is set
corresponding to each of the masses of the nine kinds of
functional group R3 that can be bonded to the benzene ring of
the benzene part.

FIG. 5 shows the relationship between the MRM transition
and the kind of functional group R3 in this MRM measure-
ment. The shown relationship suggests that, if an ion is
observed in one of the nine patterns of MRM transitions, the
functional group corresponding to that MRM transition is
most likely to be the functional group R3.

(2) Second MS/MS Measurement: First Product-Ion Scan
Measurement

The amine part produced by a-cleavage includes func-
tional groups R1 and R2. The mass of the amine part changes
depending on the combination of the functional groups R1
and R2. There are only ten possible values of the sum of the
masses of the functional groups R1 and R2. This means that
the amine part has structural isomers which have the same
mass but different functional groups R1 and R2. The differ-
ence in the structure causes a different mode of fragmentation
in the collision-induced dissociation. A difference in the
mode of fragmentation naturally leads to a difference in the
peak pattern, i.e. the combination of the peaks which occur in
the mass spectrum of the product ions. Accordingly, as the
second MS/MS measurement, a product-ion scan measure-
ment is performed in which each of the ten possible values of
the mass-to-charge ratio which changes depending on the
combination of the functional groups R1 and R2 in the amine
part produced by a-cleavage is selected as the precursor ion.
FIG. 10 shows the relationship between the mass-to-charge
ratio of the precursor ion and the functional groups R1 and R2
in the second MS/MS measurement.

(3) Third MS/MS Measurement: Second Product-lon Scan
Measurement

Although the kind of functional group R3 can be estimated
by the previously described MRM measurement, the result
obtained by the MRM measurement provides no information
usable for estimating the bonding position of the functional
group R3 on the benzene ring. To obtain such information, the
peak pattern of the product-ion spectrum is useful. Accord-
ingly, as the third MS/MS measurement, a product-ion scan
measurement is performed in which each of the nine possible
values of the mass-to-charge ratio which changes depending
on the kind of functional group R3 in the benzoyl part pro-
duced by a-cleavage is selected as the precursor ion. FIG. 15
shows the relationship between the mass-to-charge ratio of
the precursor ion and the functional group R3 in the third
MS/MS measurement.

The measurement conditions (the measurement mode, the
mass-to-charge ratios of the targets to be detected, etc.) of the
three previously described kinds of MS/MS measurements
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are determined beforehand. Therefore, those measurement
conditions can be previously stored in the control program 35
for the structural estimation of specific compounds.

Before simultaneous detection and structural estimation of
cathinone-based compounds in a sample is performed, the
measurement operator sets the measurement conditions
through the input unit 36 (Step S1). Since the basic measure-
ment conditions of the MS/MS measurements are previously
determined, the operator only needs to set other measurement
conditions as needed, such as the GC separation conditions,
the scan rate in the scan measurement, and the collision
energy. The task of manually setting those measurement con-
ditions can be omitted by applying default values to all the
parameters or by using a given method file.

When the measurement is initiated by a command of the
measurement operator, the analysis controller 33 controls the
GC unit 1 and the MS/MS unit 2 based on the instructions
from the central controller 34 to repeatedly perform the MRM
measurement including the nine kinds of MRM transitions
(see FIG. 5), the first product-ion scan measurement for the
ten values of the mass-to-charge ratio of the precursorion (see
FIG. 10) and the second product-ion scan measurement
including the nine values of the mass-to-charge ratio of the
precursor ion (see FIG. 15), from the measurement starting
time to the measurement ending time, as well as to collect data
for each measurement (Step S2). The data obtained by each
measurement are stored in the memory in the data processor
30. When the measurement ending time is reached (“Yes” in
Step S3), the measurement is discontinued, and subsequently,
the data processor 31 for the structural estimation of specific
compounds performs data processing (Step S4).

In the data processor 31 for the structural estimation of
specific compounds, initially, a mass chromatogram is cre-
ated for each of the MRM transitions of the MRM measure-
ment, and furthermore, a total ion chromatogram formed by
accumulating the product-ion intensity is created for each of
the precursor ions selected in the first product-ion scan mea-
surement and the second product-ion scan measurement
(Step S5). Then, each of these chromatograms is subjected to
a peak-detecting process, and for each detected peak, it is
determined whether or not the peak in question is present at
the same retention time on three chromatograms as follows:
one of the nine mass chromatograms obtained by the MRM
measurement, one of the ten total ion chromatograms
obtained by the first product-ion scan measurement, and one
of the nine total ion chromatograms obtained by the second
product-ion scan measurement (Step S6).

If there is no peak found at the same retention time on the
three chromatograms, it means that the compound located at
that retention time does not completely have the partial struc-
tures which should be found in any cathinone-based com-
pound subject to the comprehensive regulation. Therefore, if
the presence of a common peak has not been confirmed at the
same retention time (“No” in Step S7), it is determined that
the detected compound is not any of the cathinone-based
compounds of interest (Step S8).

If'the presence of a common peak has been confirmed at the
same retention time (“Yes” in Step S7), the detected com-
pound is most likely to be a cathinone-based compound of
interest. Accordingly, the kind of functional group R3 is esti-
mated from the MRM transition in which the common peak
was observed among the nine mass chromatograms obtained
by the MRM measurement (Step S9). Next, the kinds of
functional groups R1 and R2 are estimated from the peak
pattern of the mass spectrum corresponding to the mass-to-
charge ratio of the precursor ion at which the common peak
was observed among the ten mass spectra obtained by the first
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product-ion scan measurement (Step S10). Furthermore, the
kind of functional group R3 is estimated from the peak pattern
of the mass spectrum corresponding to the mass-to-charge
ratio of the precursor ion at which the common peak was
observed among the nine mass spectra obtained by the second
product-ion scan measurement (Step S11).

Based on the estimated kinds of functional groups R1, R2
and R3, the bonding position of the functional group R3 as
well as other information, a final judgment is made as to
whether or not the compound corresponding to the peak
detected in Step S7 is a cathinone-based compound, and if the
detected compound is judged to be a cathinone-based com-
pound, its chemical structure is estimated (Step S12). Even-
tually, the obtained result is presented to the measurement
operator on the display unit 37; specifically, when the com-
pound is a cathinone-based compound, an analysis result is
displayed including the estimated structural formula, the
kinds of functional groups and other information, or when the
compound is not a cathinone-based compound, a statement of
this fact is displayed (Step S13). When the detected com-
pound has been found to be a known compound, it is prefer-
ableto additionally show the compound name and other items
of known information.

In the previously described process, the compound data-
base 32 is not used for the structural estimation of the com-
pound in the sample. However, if the detected compound is a
known kind of cathinone-based compound whose mass spec-
trum is contained in the compound database 32, using a
simple database search as before may possibly be more effi-
cient in identifying the compound.

Accordingly, the process steps may be modified as follows:
Along with the previously described MRM measurement and
the product-ion scan measurements, a normal scan measure-
ment (e.g. Q3 scan measurement) is repeatedly performed to
sequentially obtain mass spectra. The first stage of the com-
pound identification process is performed by detecting a peak
on a total ion chromatogram created from the data obtained
through the normal scan measurement and then comparing
the pattern of the mass spectrum at the detected peak with
those of the mass spectra of the cathinone-based compounds
contained in the compound database 32. When a compound
whose mass-spectrum pattern matches that of the detected
compound is found in the database, the detected compound is
most likely to be a cathinone-based compound. However, as
already explained, it should be noted that, even if the search
result is positive for a cathinone-based compound, the com-
pound may actually be a phenethylamine-based compound
which is difficult to be distinguished from a cathinone-based
compound. In such a case, the result of the MRM measure-
ment can be used to determine whether the detected com-
pound is a phenethylamine-based compound or a cathinone-
based compound.

After the first stage of the compound identification process,
the previously described structural estimation processes from
Step S5 through subsequent steps are performed to estimate
the structure of cathinone-based compounds which have not
been identified by the first stage of the compound identifica-
tion process. The use of such a two-stage process improves
the identification efficiency of the cathinone-based com-
pounds. Additionally, if non-cathinone-based compounds are
also contained beforehand in the compound database 32,
various drugs and/or poisons other than cathinone-based
compounds can be identified and their chemical structures
can be determined.

EXAMPLES

Examples of the measurements by the cathinone-based
compound analyzer of the previously described embodiment
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are hereinafter described in order to demonstrate that the
technique applied in the compound analyzer is effective for
comprehensive detection and structural analysis of cathi-
none-based compounds.

The devices used in the measurements and the analysis
conditions are as follows:

GC-MS/MS: GCMS-TQ8030, manufactured by Shi-

madzu Corporation
Column: Rxi-5Sil MS (30 m in length, 0.25 mm in inner

diameter, and df=0.25 pum), manufactured by Restek
Corporation

Temperature of the vaporization chamber in the GC unit:
260° C.

Temperature of the column oven in the GC unit: 60° C. (2
min.) 320° C. (10 min.), with a temperature-raising rate
of 10° C./min

Carrier-gas control in the GC unit: a constant linear veloc-
ity o' 45.6 cm/sec

Interface temperature of the MS unit: 280° C.

Ion source temperature of the MS unit: 200° C.

Measurement mode in the MS unit: Q3 scan/MRM/prod-
uct-ion scan

Collision gas: Ar (200 KPa)

FIGS. 6 A-7C show measured examples of mass chromato-
grams obtained by MRM measurements in which various
cathinone-based compounds differing from each other in the
kind of functional group R3 in the benzoyl part produced by
a-cleavage were subjected to the measurement with the pre-
viously described MRM transitions. FIG. 6A shows the
results of measurements performed on buphedrone and pent-
edrone, both having hydrogen (H) as the functional group R3,
with an MRM transition of m/z: 105>77. FIG. 6B shows the
results of measurements performed on 4-methylmethcathi-
none and 4-methylbuphedrone, both having methyl (CH3) as
the functional group R3, with an MRM transition of m/z:
119>91. FIG. 6C shows the results of measurements per-
formed on 4-methoxyethcathinone and 4-methoxymethcathi-
none, both having methoxy (OCH3) as the functional group
R3, with an MRM transition of m/z: 135>107. FIG. 7A shows
the results of measurements performed on 4-ethylmethcathi-
none and 3,4-dimethylmethcathinone, both having ethyl
(CH2CH23) as the functional group R3, with an MRM transi-
tion of m/z: 133>105. FIG. 7B shows the results of measure-
ments performed on 2-fluoromethcathinone and 4-fluo-
romethcathinone, both having fluorine (F) as the functional
group R3, with an MRM transition of m/z: 123>95. FIG. 7C
shows the results of measurements performed on methylone
and bk-BDB, both having methylenedioxy (OCH2O) as the
functional group R3, with an MRM transition of m/z:
149>121.

FIGS. 6 A-7C demonstrate that, regardless of the kinds of
functional groups R1 and R2 in the amine part, a peak is
always observed on a chromatogram obtained in the MRM
transition corresponding to the kind of functional group R3,
which indicates the detection of the corresponding com-
pound. Thus, the kind of functional group R3 can be deter-
mined by finding the MRM transition in which a chromato-
gram peak is observed.

FIG. 8 shows measured examples of mass chromatograms
obtained by an MRM measurement of 4-methoxymethcathi-
none having the cathinone skeleton and 4-methoxymetham-
phetamine having a structure extremely similar to that of
4-methoxymethcathinone except for its phenethylamine skel-
eton, with an MRM transition of m/z: 135>107. In the case of
4-methoxymethcathinone, a chromatogram peak is observed
since it has the cathinone skeleton. By contrast, in the case of
4-methoxymethamphetamine having the phenethylamine

20

30

40

45

50

55

16

skeleton, no chromatogram peak is observed since the com-
pound has no carbonyl group. If mass spectra obtained by a
conventional El-scan process are used, it is difficult to distin-
guish between 4-methoxymethcathinone and 4-meth-
oxymethamphetamine. By the present method, it is possible
to easily distinguish between cathinone-based compounds
and phenethylamine-based compounds by determining
whether or not a peak is present on a mass chromatogram
corresponding to a predetermined MRM transition.

Even if an analogue compound having a functional group
R3 other than the nine currently considered kinds is circulated
as an illicit drug in the future, the analogue compound having
the new functional group R3 can be detected by adding
another MRM transition to the MRM measurement taking
into account the mass of that functional group R3.

FIGS. 11A-13C show measured examples of mass spectra
(product-ion spectra) obtained by performing the first prod-
uct-ion scan measurement in the previously described man-
ner on various cathinone-based compounds having different
combinations of the functional groups R1 and R2 in the amine
part produced by a-cleavage.

FIG. 11A shows the result of a product-ion scan measure-
ment performed on 4-ethylcathinone with a mass-to-charge
ratio of m/z: 44 selected as the precursor ion. FIG. 11B shows
the results of product-ion scan measurements performed on
bk-BDB and methcathinone with a mass-to-charge ratio of
m/z: 58 selected as the precursor ion. FIG. 11C shows the
results of product-ion scan measurements performed on des-
methylpentylone, buphedrone, ethcathinone and 4-ethyl-N,
N-dimethylcathinone with a mass-to-charge ratio of m/z: 72
selected as the precursor ion.

FIG. 12A shows the results of product-ion scan measure-
ments performed on pentedrone, N-ethylbuphedrone and bk-
MDDMA with a mass-to-charge ratio of m/z: 86 selected as
the precursor ion. FIG. 12B shows the results of product-ion
scan measurements performed on N-ethylpentedrone and
N,N-dimethylpentylone with a mass-to-charge ratio of m/z:
100 selected as the precursor ion.

FIG. 13A shows the result of a product-ion scan measure-
ment performed on a.-PPP with a mass-to-charge ratio of m/z:
98 selected as the precursor ion. FIG. 13B shows the result of
aproduct-ion scan measurement performed on a-PBP with a
mass-to-charge ratio of m/z: 112 selected as the precursor ion.
FIG. 13C shows the result of a product-ion scan measurement
performed on a.-PVP with a mass-to-charge ratio of m/z: 126
selected as the precursor ion.

For example, the amine parts respectively produced by
a-cleavage of the four kinds of compounds shown in FIG.
11C are structural isomers having the same mass. However,
the patterns of their mass spectra obtained by the product-ion
scan measurements are different from each other. This fact
also holds true for the other mass-to-charge ratios of the
precursor ion. Therefore, it is possible to estimate the kinds of
functional groups R1 and R2 included in the amine part
produced by a-cleavage as well as the structure of the amine
part by finding the mass-to-charge ratio of the precursorion at
which ions are detected in the product-ion scan measurement
and by investigating the mass-spectrum pattern of those ions.

Even if an analogue compound having a combination of
functional groups R1 and R2 other than the ten currently
considered combinations is circulated as an illicit drug in the
future, the analogue compound having the new functional
groups R1 and R2 can be detected by adding a product-ion
scan measurement for another mass-to-charge ratio of the
precursor ion selected taking into account the mass of the
combination of those functional groups R1 and R2 and by
collecting mass-spectrum information of that precursor ion.
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FIGS. 16 A-18B show measured examples of mass spectra
(product-ion spectra) obtained by performing the second
product-ion scan measurement in the previously described
manner on various cathinone-based compounds having dif-
ferent functional groups R3 in the benzoyl part produced by
a-cleavage.

FIG. 16A shows the result of a product-ion scan measure-
ment performed on buphedrone with a mass-to-charge ratio
ofm/z: 105 selected as the precursor ion. FIG. 16B shows the
result of a product-ion scan measurement performed on
4-methylmethcathinone with a mass-to-charge ratio of m/z:
119 selected as the precursor ion. FIG. 16C shows the result
of'a product-ion scan measurement performed on 4-methoxy-
ethcathinone with a mass-to-charge ratio of m/z: 135 selected
as the precursor ion.

FIG. 17 shows the results of product-ion scan measure-
ments performed on 2-ethylmethcathinone, 3-ethylmeth-
cathinone, 4-ethylmethcathinone and 3,4-dimethylmeth-
cathinone with a mass-to-charge ratio of m/z: 133 selected as
the precursor ion.

FIG. 18A shows the results of product-ion scan measure-
ments performed on 2-fluoromethcathinone, 3-fluorometh-
cathinone and 4-fluoromethcathinone with a mass-to-charge
ratio of m/z: 123 selected as the precursor ion. FIG. 18B
shows the result of a product-ion scan measurement per-
formed on methylone with a mass-to-charge ratio of m/z: 149
selected as the precursor ion.

For example, the benzoyl parts respectively produced by
a-cleavage of the four kinds of compounds shown in FIG. 17
are positional isomers having the same mass. However, the
patterns of their mass spectra obtained by the product-ion
scan measurements are different from each other. This fact
also holds true for the other mass-to-charge ratios of the
precursor ion. Therefore, it is possible to estimate the kind of
functional group R3 included in the benzoyl part produced by
a-cleavage as well as a partial structure of the benzoyl part by
finding the mass-to-charge ratio of the precursor ion at which
ions are detected in the product-ion scan measurement and by
investigating the mass-spectrum pattern of those ions. When
the functional group R3 is fluorine or chlorine, both of which
are halogens, no significant difference in the mass-spectrum
pattern occurs among the positional isomers and it is difficult
to distinguish between those positional isomers. However, it
is possible to estimate at least the kind of functional group R3
by finding the mass-to-charge ratio of the precursor ion at
which the product-ion peaks are detected.

Even if an analogue compound having a functional group
R3 other than the nine currently considered kinds is circulated
as an illicit drug in the future, the analogue compound having
the new functional group R3 can be detected by adding a
product-ion scan measurement for another mass-to-charge
ratio of the precursor ion selected taking into account the
mass of the functional group R3 and by collecting mass-
spectrum information of that precursor ion.

The measured results described thus far verify that, with
the compound analyzer according to the present invention, it
is possible to comprehensively detect illicit cathinone-based
drugs having cathinone as their basic skeleton and to estimate
their structures from the results of measurements using a
GC-MS/MS system.

It is evident that the previous embodiment is a mere
example of the present invention and can be appropriately
changed or modified within the spirit of the present invention.

For example, a liquid chromatograph may be used in place
of'the gas chromatograph used in the previous embodiment in
order to separate compounds in a sample. However, it should
be noted that an atmospheric pressure ionization method is
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generally used for the ionization of compounds in a sample
liquid eluted from a column of a liquid chromatograph, and
that atmospheric pressure ionization methods barely cause
a-cleavage during the ionization process. To solve this prob-
lem, it is preferable to use an ion source having the function of
an in-source CID so that fragment ions similar to those cre-
ated by the EI method can be obtained.

REFERENCE SIGNS LIST

1...GC Unit

10 . .. Sample Vaporization Chamber

11 ... Column Oven

12 ... Column

2 ... MS/MS Unit

20 ... Analyzing Chamber

21 ... Jon Source

22 ... Front-Stage Quadrupole Mass Filter
23 ... Collision Cell

24 .. . Multi-Pole Ion Guide

25 ... Rear-Stage Quadrupole Mass Filter
26 . . . Detector

3 ... Interface Unit

30 ... Data Processor

31...Data Processor for the Structural Estimation of Specific
Compounds

32 ... Compound Database

33 ... Analysis Controller

34 ... Central Controller

35 . . . Control Program for the Structural Estimation of
Specific Compounds

36 .. . Input Unit

37 ... Display Unit

The invention claimed is:
1. A compound-analyzing method for detecting a cathi-
none-based compound having cathinone as a basic skeleton
and for estimating a structure of the cathinone-based com-
pound, using a chromatograph mass spectrometer capable of
an MS/MS measurement, the compound-analyzing method
comprising:
a) a measurement execution step, in which a sample which
contains or possibly contains a compound which is an
analysis target is separated into components by a chro-
matograph and two or three kinds of MS/MS measure-
ments are repeatedly performed on the sample, the two
or three kinds of measurements including:
al) one or both of following two kinds of measurements:
an MRM measurement, in which a benzoyl part pro-
duced by a-cleavage during an ionization process is
selected as a precursor ion, a benzene part produced
by dissociation of a carbonyl group from the benzoyl
part is selected as a product ion, and a plurality of
MRM transitions corresponding to possible values of
amass of a third functional group bonded to a benzene
ring are specified as measurement conditions; and a
second product-ion scan measurement performed for
abenzoyl part produced by a-cleavage during an ion-
ization process, in which each of a plurality of kinds
of benzoyl parts corresponding to the possible mass
values of the third functional group is selected as a
precursor ion; and

a2) a first product-ion scan measurement performed for
an amine part produced by a-cleavage during an ion-
ization process, in which each of a plurality of kinds
of amine parts corresponding to possible values of a
total mass of a first functional group and a second
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functional group respectively bonded to different sites
on the amine part is selected as a precursor ion;

b) a compound presence checking step, in which a presence
of a cathinone-based compound is judged by determin-
ing whether or not a common peak exists at a same
retention time on chromatograms respectively corre-
sponding to the two or three kinds of measurements, the
chromatograms being created based on data respectively
obtained by the MRM measurement and/or the second
product-ion scan measurement as well as the first prod-
uct-ion scan measurement; and

¢) a structure estimation step, in which a kind of the third
functional group is estimated based on the data obtained
by the MRM measurement and/or the second product-
ion scan measurement, kinds of the first functional group
and the second functional group are estimated based on
the data obtained by the first product-ion scan measure-
ment, and results of these estimations are combined to
estimate a structure of a cathinone-based compound
whose presence is confirmed in the compound presence
checking step.

2. The compound-analyzing method according to claim 1,

wherein:
the measurement execution step includes repeatedly per-
forming a normal scan measurement which includes no
dissociation of ions derived from the sample along with
the two or three kinds of MS/MS measurements;
a database-using compound identification step is addition-
ally provided, in which a compound is identified by
comparing a mass spectrum created based on data
obtained by the normal scan measurement with a com-
pound database; and
the structure estimation in the structure estimation step is
performed on an unknown compound which is not reg-
istered in the compound database.
3. A compound analyzer including a chromatograph mass
spectrometer capable of an MS/MS measurement and being
configured to detect a cathinone-based compound having
cathinone as a basic skeleton and to estimate a structure of the
cathinone-based compound, the compound analyzer further
comprising:
a) an analysis controller for making the chromatograph
mass spectrometer operate so as to separate a sample
which contains or possibly contains a compound which
is an analysis target into compounds by a chromatograph
and to repeatedly perform two or three kinds of MS/MS
measurements on the sample, the two or three kinds of
MS/MS measurements including:
al) one or both of following two kinds of measurements:
an MRM measurement, in which a benzoyl part pro-
duced by a-cleavage during an ionization process is
selected as a precursor ion, a benzene part produced
by dissociation of a carbonyl group from the benzoyl
part is selected as a product ion, and a plurality of
MRM transitions corresponding to possible values of
amass of a third functional group bonded to a benzene
ring are specified as measurement conditions; and a
second product-ion scan measurement performed for
abenzoyl part produced by a.-cleavage during an ion-
ization process, in which each of a plurality of kinds
of benzoyl parts corresponding to the possible mass
values of the third functional group is selected as a
precursor ion; and

a2) a first product-ion scan measurement performed for
an amine part produced by a-cleavage during an ion-
ization process, in which each of a plurality of kinds
of amine parts corresponding to possible values of a
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total mass of a first functional group and a second
functional group respectively bonded to different sites
on the amine part is selected as a precursor ion;
b) a compound presence checker for collecting data respec-
tively obtained by the MRM measurement and/or the
second product-ion scan measurement as well as the first
product-ion scan measurement, for creating chromato-
grams corresponding to the two or three kinds of MS/MS
measurements based on the data, and for judging a pres-
ence of a cathinone-based compound by determining
whether or not a common peak exists at a same retention
time on the chromatograms; and
¢) a structure estimator for estimating a kind of the third
functional group based on the data obtained by the
MRM measurement and/or the second product-ion scan
measurement, for estimating kinds of the first functional
group and the second functional group based on the data
obtained by the first product-ion scan measurement, and
for combining results of these estimations to estimate a
structure of a cathinone-based compound whose pres-
ence is confirmed by the compound presence checker.
4. A computer-readable medium recording a computer pro-
gram, the compound-analyzing program being configured to
be executed on a computer so as to control an operation of a
chromatograph mass spectrometer capable of an MS/MS
measurement as well as to collect and process data obtained
by the chromatograph mass spectrometer in order to detect a
cathinone-based compound having cathinone as a basic skel-
eton and estimate a structure of the cathinone-based com-
pound, the compound-analyzing program comprising:
a) an analysis control functional part for making the chro-
matograph mass spectrometer operate so as to separate a
sample which contains or possibly contains a compound
which is an analysis target into compounds by a chro-
matograph and to repeatedly perform two or three kinds
of MS/MS measurements on the sample, the two or three
kinds of MS/MS measurements including:
al) one or both of following two kinds of measurements:
an MRM measurement, in which a benzoyl part pro-
duced by a-cleavage during an ionization process is
selected as a precursor ion, a benzene part produced
by dissociation of a carbonyl group from the benzoyl
part is selected as a product ion, and a plurality of
MRM transitions corresponding to possible values of
amass of a third functional group bonded to a benzene
ring are specified as measurement conditions; and a
second product-ion scan measurement performed for
abenzoyl part produced by a-cleavage during an ion-
ization process, in which each of a plurality of kinds
of benzoyl parts corresponding to the possible mass
values of the third functional group is selected as a
precursor ion; and

a2) a first product-ion scan measurement performed for
an amine part produced by a-cleavage during an ion-
ization process, in which each of a plurality of kinds
of amine parts corresponding to possible values of a
total mass of a first functional group and a second
functional group respectively bonded to different sites
on the amine part is selected as a precursor ion;

b) a compound presence checking functional part for cre-
ating chromatograms corresponding to the two or three
kinds of MS/MS measurements based on data respec-
tively obtained by the MRM measurement and/or the
second product-ion scan measurement as well as the first
product-ion scan measurement, and for judging a pres-
ence of a cathinone-based compound by determining
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whether or not a common peak exists at a same retention
time on the chromatograms; and

¢) a structure estimation functional part for estimating a
kind of the third functional group based on the data
obtained by the MRM measurement and/or the second 5
product-ion scan measurement, for estimating kinds of
the first functional group and the second functional
group based on the data obtained by the first product-ion
scan measurement, and for combining results of these
estimations to estimate a structure of a cathinone-based 10
compound whose presence is confirmed by a process
performed by the compound presence checking func-
tional part.
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